Dear Editor, I read with interest the thoughtful article by Hassoun et al. 1 titled "Updating clinical endpoint definitions." One of the primary tasks in my role as a pulmonary hypertension (PH) research nurse coordinator is to identify PH patients in our clinic who are eligible and willing to participate in research studies. This is not always an easy task.
As Hassoun et al. point out in their article, PH studies historically have run 12 weeks, requiring several hundred patients, based on a primary endpoint of 6-minute walk distance (6-MWD) test, an endpoint which has fallen out of vogue in the PH community. More recent studies have used morbidity/ mortality as primary endpoint. These types of studies require very large numbers of patients (some 1,000 or more) and take many years, some five or more years, to complete. At the recent American Thoracic Society meeting in Philadelphia, vocal PH experts declared this endpoint the be-all-end-all solution to future PH studies. The worrisome scenario that comes to my mind is that in the near future, when a truly novel and potentially curative agent comes to phase II/III testing, there will be no eligible, willing, and available PH patients left to enroll because most will be committed to years-long morbidity/mortality trials. Given the rarity of PH, requiring morbidity/ mortality outcomes for all clinical trials may have the unintended consequence of suppressing innovation of novel therapies in the field, thereby reducing any progress in this disease. Progress will come to a slow crawl.
While I do not claim to have the answer for what should be the best endpoint of study, I suggest that there could be a compromise between a historic 12-week outcome measure like the 6-MWD test and a multiyear outcome measure like morbidity/mor-tality. Practicability ought to be taken into account. I can only hope that regulatory agencies, along with the PH physician community and pharmaceutical companies, consider recruitment implications and keep the best interest of the PH patient in mind when determining the future of drug trial design in this patient population.
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